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The application of sequence-defined macromolecules in material science remains largely unexplored due
to their challenging, low yielding and time-consuming synthesis. This work first describes a step-

synthesizing  unnatural sequence-defined oligoamides through
chemistry. The use of a monodisperse soluble support enables
homogeneous reactions at elevated temperature (up to 65 °C), leading to rapid coupling times (<10 min)

economical method for

fluorenylmethyloxycarbonyl

and improved synthesis protocols. Moreover, a one-pot procedure for the two involved iterative steps is
demonstrated via an intermediate quenching step, eliminating the need for in-between purification. The
protocol is optimized using y-aminobutyric acid (GABA) as initial amino acid, and the unique ability of
the resulting oligomers to depolymerize, with the formation of cyclic y-butyrolactame, is evidenced.
Furthermore, in order to demonstrate the versatility of the present protocol, a library of 17 unnatural
amino acid monomers is synthesized, starting from the readily available GABA-derivative 4-amino-2-
hydroxybutanoic acid, and then used to create multifunctional tetramers. Notably, the obtained
show higher stability than a similar thiolactone-based sequence-defined
macromolecule, which enables its exploration within a material context. To that end, a bidirectional

tetramers thermal
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Accepted 13th January 2024 growth approach is proposed as a greener alternative that reduces the number of synthetic steps to

obtain telechelic sequence-defined oligoamides. The latter are finally used as macromers for the
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Introduction

Originally, chemists embarked upon the exploration of
sequence-defined polymers to mimic the extreme control and
precision found in biomacromolecules (ie., proteins and
oligonucleotides), and go towards a variety of uniform synthetic
polymers, often completely stereo-controlled.’” Nowadays,
these macromolecules, exhibiting by definition a discrete
molecular weight, a uniform structure and defined architecture,
could be prepared through two main methods, being solid-**°
and liquid-phase synthesis."*™* The first one makes use of an
insoluble polymer matrix that can be functionalized with
a cleavable linker from which the iterative attachment of
monomers starts.™ Iterative protocols in solution have gained
much interest because of their ability to facilitate increased
reactions scales and easy monitoring of the reaction
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preparation of polymer networks. We expect this strategy to pave the way for the further exploration of
sequence-defined macromolecules in material science.

process.'**?* While an intrinsic drawback associated with
liquid-phase synthesis remains the need for a labor-intensive
workup after each synthetic step (e.g, column chromatog-
raphy), different methods have been described in literature to
overcome this hurdle.”®*2* In this context, it has been
demonstrated that a hydrophobic uniform soluble support
could be used for the scalable synthesis of peptides in multi-
gram scales.*

This strategy has recently been adapted by our research
group to scale-up the synthesis of oligo(ester urethane)s via
a thiolactone chemistry-based iterative protocol, while facili-
tating the purification and monitoring of the intermediate
reaction steps.”

A variety of chemical backbones that could be synthesized
via iterative protocols have been explored in the last years.*
Among them, sequence-defined oligomers containing amide
bonds are gaining major interest in many areas of research. For
instance, Hartmann and co-workers synthesized sequence-
defined polyamides on solid-phase in a fast way, using
specific building blocks.”*” Moreover, such investigation on
sequence-defined oligoamides was not limited to pure amide
linkages, but bonds of different chemical nature were also
explored to introduce structural variability. For example, the
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same group developed sequence-defined oligoamides incorpo-
rating secondary or tertiary amines in the backbone via
diamines.?*** These poly(amidoamine)s received attention for
their excellent biocompatibility together with the absence of
inherent immunogenicity, and they have been explored in
nanocarrier applications for binding studies. Other groups also
reported the synthesis of different sequence-defined oligoa-
mides such as the famous class of peptoids,**** oligo-L-gluta-
mamides® and oligo(ethylene amino) acids.*

When considering alternative monomers for the preparation
of sequence-defined oligoamides, various unnatural amino
acids, particularly B- and y-amino acids, could be interesting
candidates.**?” The iterative coupling of these monomers
allows for the synthesis of oligomers that can be considered as
examples of peptidomimetic structures, specifically belonging
to the class of B- and y-peptides. The interest in such structures
increased over the years because of their peculiar (self)assem-
bling properties and proteolytic resistance as a result of the
extra carbon atoms, compared to their analogue o-
peptides.®****3° However, these sequence-defined oligoamides
have usually been prepared in small scale (<100 mg) using
a solid-phase approach.

Interestingly, y-amino acids can provide a backbone for
a sequence-defined analogue to nylon 4, which is typically ob-
tained via ring-opening polymerization of 2-pyrrolidinone,
a five-membered ring lactam.’®*' Nylon 4 is a particularly
promising polyamide because it shows tenacity, elongation,
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elastic recovery and moisture similar to cotton and other
commercially available polyamide fibers. Moreover, there is an
increasing interest in cross-linked polyamides because of their
high intermolecular force and insolubility in organic solvents.*
Despite the fact that these polymers exhibit promising
mechanical and thermal properties, the synthesis of the corre-
sponding sequence-defined polyamides and their use within
a material application context have, to the best of our knowl-
edge, never been reported. When prepared in larger scale,
sequence-defined macromolecules could provide an important
tool to perform a systematic investigation of the correlation
between the molecular structure and topology and the macro-
scopic properties of bulk materials, as demonstrated by Alabi
and co-workers.” Therefore, scalability of the synthesis of
sequence-defined macromolecules is being intensively investi-
gated by different research groups including ours.***>** Among
the major hurdles to the large-scale synthesis of sequence-
defined oligoamides, is the need for a large number of
synthesis and purification steps, which greatly reduces the
overall yield. In order to limit the number of synthetic steps and
perform a faster and scalable synthesis, other approaches are
generally applied, such as a bidirectional**** or an iterative
exponential***® growth.

Aiming to facilitate the investigation of sequence-defined
oligoamides (SDOs) within a material context, we herein
report a scalable solution phase synthesis approach. Key to this
approach is the use of a Rink amide-functionalized soluble
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Scheme 1 Protocols used for the synthesis of sequence-defined oligoamides, starting from a Rink amide-functionalized soluble support and
using y-aminobutyric acid (GABA) or a.-hydroxy GABA derivatives. (A) Two-step two-pot strategy. (B) Two-step one-pot strategy. Conditions: (i)
coupling with amino acid, carbodiimide, 4-dimethylaminopyridine in CH,Cl, or CHCls; (i) deprotection with 5% 1,8-diazabicyclo[5.4.0lundec-7-
ene; 1% piperazine in CH,Cl, or CHCls; (iii) cleavage of the sequence-defined oligoamide with trifluoroacetic acid and triisopropylsilane in

CHxCl,.
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support (RASS), which facilitates intermediate purification
steps and the isolation of the final oligomers after cleavage
(Scheme 1). This strategy is based on fluorenylmethylox-
ycarbonyl (Fmoc) chemistry, widely used for peptide synthesis,
and each coupling step is optimized with y-aminobutyric acid
(GABA), a cheap non-proteinogenic amino acid that has been
isolated from tomato, lactic acid bacteria and other sources and
resembles the repeating unit forming nylon 4. The two-step
iterative synthesis of SDOs will initially be described using
a two-pot process (Scheme 1a), after which a series of optimi-
zation efforts enabled both steps to take place in a one-pot
fashion without any form of intermediate purification
(Scheme 1b).

In a next step, a unique step-economical, more sustainable
bidirectional growth approach will be described, depicting the
possibility to form telechelic structures for network formation.
In this context, thermal stability of the obtained oligomers and
networks will be reported.

In order to further show the versatility of the proposed
strategy, a series of monomers bearing different functional
groups or protecting moieties is prepared starting from (S)-4-
amino-2-hydroxybutanoic acid (e-hydroxy GABA). As an addi-
tional feature, sequence-controlled depolymerization of the
linear structures is also described in this study.

Results and discussion
Preparation of sequence-defined oligoamides

All sequence-defined oligoamides, starting from unnatural
amino acids, have been prepared in solution using a uniform
RASS-based soluble support. This support is a gallic acid
derivative bearing C;g alkyl chains that allows an easy purifi-
cation after each synthetic step via precipitation in polar protic
solvents as described in our previous work for the scale-up
synthesis of thiolactone-based sequence-defined macromole-
cules® (Fig. S11 for "H NMR characterization of RASS). This
support was functionalized with a Rink amide linker that can be
cleaved under relatively mild acidic conditions (Scheme 1).*
The choice of the linker is crucial, as it needs to be compatible
with the applied Fmoc chemistry and thus acid cleavable. The
optimization of the protocol was first performed using a two-
step two-pot strategy (Scheme 1A). For the coupling step, the
RASS was reacted with a small excess of GABA (later referred to
as G) as the starting monomer. Only 1.2 eq. of the chosen GABA
amino acid were required, and the coupling was performed
using 1.2 eq. carbodiimide and 0.05 eq. of 4-dimethylamino-
pyridine (DMAP) as a catalyst.

The reaction was tested with two different carbodiimides (1-
ethyl-3-(3-dimethylaminopropyl)carbodiimide  hydrochloride
(EDC-HCI) and N,N'-diisopropylcarbodiimide (DIC)) but both
coupling agents showed a similar performance for the activa-
tion of the carboxylic acid in the used conditions. After
attachment of the first monomer to the RASS, the purification
was achieved by precipitation in methanol and an additional
washing with the same solvent. In this way, the monomer
attached to the support (Fmoc-GABA-RASS) was recovered after
drying in the form of a white powder. Its structure and purity

© 2024 The Author(s). Published by the Royal Society of Chemistry
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were confirmed by 'H NMR and matrix-assisted laser
desorption/ionization-time-of-flight (MALDI-ToF) (Fig. S27). In
contrast, the excess of monomer, coupling agent and potential
side products such as urea derivatives, all soluble in methanol,
were discarded in the filtrate. Subsequently, the Fmoc depro-
tection step was investigated in CHCI; with two different bases.
First, the standard solution used in solid-phase synthesis,
meaning 20% piperidine in DMF, was tested. However, the
removal of piperidine was not complete after simple precipita-
tion in methanol.

Since remaining traces of piperidine could lead to unwanted
deprotection of the amino acid introduced at the next step,
thereby causing multiple undesired couplings, an alternative
deprotection mixture was tested. The latter contained 1% 1,8-
diazabicyclo[5.4.0Jundec-7-ene (DBU) and 5% piperazine to
consume the dibenzofulvene adduct. In this case, both bases
could be removed successfully via precipitation in methanol
and the amino-terminated GABA-RASS was collected in the form
of a white powder purity confirmed via MALDI-ToF and '"H-NMR
(Fig. S3t). During the preparation of sequenced-defined
macromolecules, the overall yield is often a factor that limits
their further use in a broad scope of applications. Moreover, the
reduction of purification steps is resulting in less solvent waste
and therefore a more sustainable design process. For this
reason, the possibility to perform the coupling and deprotection
step in a one-pot fashion without intermediate purification, was
investigated (Scheme 1B). For that purpose, the coupling of
GABA to the RASS was again performed using the same condi-
tions as described above and monitored via online infrared (IR)
spectroscopy by checking the formation of the amide and the
simultaneous disappearance of DIC (Fig. S4f). Then,
a ‘quenching step’ consisting in the introduction of 5 eq. of
water (compared to the amino acid content) was directly per-
formed in the reaction medium to deactivate the adduct
between the amino acid and the carbodiimide, in order to avoid
further couplings. This quenching could again be followed via
IR spectroscopy by checking the gradual disappearance of DIC.
Subsequently, piperazine (5 wt%) is added in the reaction
mixture to further consume the amino acid, followed by DBU
(1 wt%) to finally deprotect the coupled amino acid. An aliquot
of the reaction mixture was taken 5 min after the addition of
DBU and analyzed via MALDI-ToF (data not shown). Interest-
ingly, this analysis already indicated complete deprotection of
the Fmoc-moiety, together with the formation of the targeted
structure without side products resulting from multiple
couplings.

At the end of the deprotection, the GABA-RASS product was
then purified via precipitation in methanol to remove all the
reagents and dried.

Cleavage from the support was then successfully achieved in
an acidic solution containing TFA and triisopropylsilane (TIPS)
as carbocation scavenger (i.e., CH,Cl, : TFA : TIPS in a ratio 50 :
47.5:2.5). After reacting the RASS-GABA in this acidic solution
for 2 h, complete cleavage of the RASS was confirmed by
analyzing an aliquot of the crude mixture by MALDI-TOF (see
Fig. S51). In order to recover the cleaved monomer, a precipita-
tion in methanol was first performed. In this case, the filtrate
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Fig.1 Coupling step of Fmoc-GABA on the RASS in CHCls followed by
online-IR at 45 °C (top) and resulting conversion measured by
following the amide bond formation at 1648 cm™ in a temperature
window between 25 and 65 °C (bottom).

containing the monomer was collected, and the solvent was
concentrated before performing a precipitation in diethyl ether
to obtain the pure monomer in the form of a white powder (the
complete procedure is given in the ESI-Section At).

Since the use of RASS enables to perform the reaction in
solution at higher temperatures, the influence of temperature
(25, 45 and 65 °C) on the coupling rate was subsequently
investigated via online-IR spectroscopy in order to determine
the minimum time required to reach full conversion (Fig. 1 and
S4t).

All the reactants were dissolved in CHCI; and the reactions
were initiated upon the addition of DIC. The coupling kinetics
were investigated by following the formation of the amide bond
(peak at 1648 cm ). When the chosen amide peak was no
longer increasing, a sample from the reaction mixture was
collected for MALDI-ToF analysis to confirm the full conversion.
This investigation demonstrated the possibility to significantly
increase the rate of the coupling step. Indeed, near-quantitative
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conversion was only achieved after 70 min at room temperature,
while complete conversion was observed within 30 min at 45 °C
and within less than 10 min at 65 °C (i.e., under reflux). More-
over, all results showed that the deprotection step was already
complete after 5 min at room temperature and an increase of
temperature was therefore not further considered for this step.

Comparison of the RASS-based protocol with solid-phase
synthesis

In order to prove the effectiveness of the protocol in solution,
two trimers of GABA (i.e., GGG) were prepared using either
solid-phase (SP) synthesis (see ESIf for the synthesis protocol
and Fig. S67 for the liquid chromatography-mass spectrometry
(LC-MS) analysis), or in solution with the two-step one-pot
protocol (see Fig. S7f for GGG prepared in solution). The
soluble RASS-support with a loading capacity of 0.77 mmol g~ *
was therefore compared to a PS resin having a similar loading
capacity (0.74 mmol g ') (Table 1). Although a relatively
comparable reaction time was observed for both approaches,
solid-phase synthesis remains the fastest method because of the
faster workup (i.e., via simple washing and filtration) compared
to solution-phase, since the latter requires precipitation and
drying steps. However, the synthesis on solid-phase requires
stronger coupling agents and higher excess of reactants.

Indeed, when DIC and DMAP were tested on solid-phase,
non-complete couplings were observed after 90 min, whereas
a stronger coupling agent, typically used in peptide synthesis
showed complete coupling after 30 min. It is important to
mention that the use of DIC/DMAP might cause undesired
racemization of amino acids as a drawback. Therefore, coupling
agents used in solid-phase synthesis, such as hexa-
fluorophosphate azabenzotriazole tetramethyl uronium (HATU)
and others, may be required when enantiomeric purity would
be targeted.

However, the use of RASS has demonstrated clear advan-
tages, as it allows the use of a much lower excess of reagents,
while still showing relatively similar coupling times at room
temperature. Moreover, faster coupling can be obtained by
increasing the temperature, as long as the amino acids used are
stable in those conditions.

Depolymerization of sequence-defined oligoamides via ring-
closing

The oligoamide backbone, obtained via the use of the unnatural
amino acids GABA, provides the same backbone as the one of

Table 1 Comparison of the protocol using RASS or a solid-phase (SP)-based approach

Deprotection Amino acid/coupling
Method Loading (mmol g™ ") Solvent Coupling” (min) (min) agents eq. Purification Scale
RASS 0.77 CH,Cl,/CHCl; 10-70 <5 1.2-2 Precipitation g
SP 0.74 DMF 30 8 (x2) 3-5 Washing mg

¢ Coupling time indicated with hexafluorophosphate azabenzotriazole tetramethyluronium : amino acid : di-isopropylethylamine (5 : 5: 10). More

than 1 h was required with the DIC and DMAP mixture used for RASS.
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MS at different time intervals.

nylon 4. Therefore, we envisaged that it could be used for
a controlled depolymerization process. Indeed, nylon 4
possesses a low ceiling temperature compared to more stable
nylons 6, 6,6 or 10.*° The latter have been intensively used for
industrial products because of their higher stability in appli-
cations that necessitate high temperature, but their degrada-
tion and depolymerization remains challenging.>>*

On the other hand, nylon 4 has been reported to be fully
reverted to the starting monomer when it reaches its melting
temperature (260-265 °C).** Cyclization proceeds via an intra-
molecular, irreversible addition-elimination of the terminal
amino group onto the neighboring amide moiety. Therefore, we
expected the ring closing depolymerization of the sequence-
defined oligoamides to also occur. Indeed, 5-membered rings
are forming at low entropic cost due to the low amount of bond
distortion.*

Moreover, the sequence composition of the backbone could
be used as a tool to tune the degradation, e.g., by using different
monomers along the backbone.

In order to investigate the depolymerization mechanism, the
trimer composed of only GABA (GGG), synthesized via RASS
(Fig. S71) and composed of an amide and amine end group, was
dissolved in DMSO-ds and heated to 160 °C. The depolymer-
ization was monitored without adding any acid or base catalyst,
in contrast to common methods currently used for poly-
caprolactams (Fig. 2). The depolymerization kinetics were
investigated at 160 °C after 0, 30 min, 1 h and 2 h in DMSO-d.
From 'H NMR analysis, it can be noticed that the signals at 1.7
and 2.2 ppm, attributed to the -CH, protons in B and y position
relative to the amine, get consumed as a function of time,
ascribed to the gradual loss of the terminal GABA monomer,
either via ring-closing or hydrolysis.

© 2024 The Author(s). Published by the Royal Society of Chemistry

In order to confirm the mechanism, a MALDI-ToF analysis of
the crude mixture was performed after 1 h (t,). The result
showed the presence of both dimer and trimer structures in the
mixture, indicating a slow depolymerization. Moreover, the new
peaks appearing in the "H-NMR spectra at 2.1 and 3.2 ppm can
be attributed to the -CH, protons of the cyclic pyrrolidinone
structure, confirming the possibility of ring-closing depoly-
merization rather than hydrolysis. LC-MS analysis was per-
formed on the same sample to further confirm the
depolymerization.

These LC-MS analyses (after 30 min, 1 h, 2 h and 4 h) indi-
cated that the GGG peak at 2.4 min ([M + H]" = 273.2) was
consumed over time, while 1-mer G ([M + H]" = 103.08), cyclized
GABA (Gc) (M + H]" = 86.2) and dimer GG (M + H]" = 189.2)
started forming (see Fig. S8t for MS correspondence of the LC
peaks). Interestingly, both GGG and GG were almost fully
consumed after 4 h, whereas the Gc peak at 1.7 and G peak at
2.1 min remained. These results seem to show that the primary
amine group plays a major role in the backbiting process. In
other words, changing this end-group might influence or
inhibit the depolymerization, as also reported in the literature
for nylon 4.%°

The precise control of the chemical composition of nylon 4,
for example by alternating it with compounds used for nylon 6,
can lead to slower degradation kinetics while still keeping good
mechanical properties.>®*’

Moreover, in sequence-defined oligomers, more rigid and
conjugated monomeric structures can be introduced to tune or
interrupt the process of depolymerization. For example,
aromatic rings, which limit the rotational freedom of the chain
and therefore block the ring-closure, can be added as

Chem. Sci., 2024, 15, 2805-2816 | 2809
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monomers in these sequence-defined oligoamides to inhibit
the process of depolymerization.

In order to prove this, an aromatic molecule (i.e., 4-amino-
methyl benzoic acid (B)) was introduced as a comonomer of
GABA serving as an effective “blocker” at two different positions
in the resulting trimers (i.e., in the middle (GBG) and at the end
(GGB) of the chain, Fig. 3, S9t).

The goal was to prove the effect of the position of the
aromatic molecule on the depolymerization process: while the
GBG-trimer was expected to undergo only one ring-closing step,
thus stopping the degradation at the level of the GB dimer, the
GGB should not depolymerize under these conditions. After
NMR-analysis of the two trimers GBG and GGB, it could indeed
be demonstrated that the GBG trimer only degrades to the
dimer stage, whereas the GGB trimer fails to undergo ring-
closing depolymerization, even after 2 h (Fig. S10 and S117).

Synthesis of a library of monomers bearing different
functional groups

The use of GABA as a monomer does not allow for the intro-
duction of functional moieties in the side chain of the
sequence-defined oligoamides, for example to introduce cross-
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linkable moieties (vide infra). Therefore, a GABA derivative has
been utilized, i.e., 4-amino-2-hydroxybutanoic acid (a-hydroxy
GABA), which is industrially synthesized as a precursor for some
antibiotics.*® This unnatural amino acid, resembling GABA but
with an additional hydroxyl moiety in the alpha-position, can be
further functionalized to create a library of monomers. Besides
the fact that a-hydroxy GABA is an interesting precursor as it
contains three different reactive moieties (alcohol, carboxylic
acid and amine) that could be functionalized in an orthogonal
way, it could also be used to introduce chirality in the sequence
thanks to the presence of a chiral center (not further
investigated).

All monomers were prepared using two straightforward
synthetic steps, and an overview of the library can be found in
Scheme 2.

The amine group of a-hydroxy GABA is first protected using
fluorenylmethyloxycarbonyl chloride (Fmoc-Cl) in the presence
of sodium carbonate (Na,CO;) as a base (see Scheme S11 and
Fig. S121).

Afterwards, the free alcohol can be either functionalized with
isocyanates (compound 1 to 15) or protected with two different
protecting groups (i.e., tert-butyldimethysilyl for compound 16
and dihydropyran (DHP) for 17).

The urethane bond formation occurs orthogonally by means
of a specific zirconium catalyst (zirconium(iv) acetylacetonate,
Zr(acac),), that coordinates and activates the alcohol moiety of
the amino acid to react with the isocyanate, limiting reaction of
the isocyanate with water and formation of side products.*

The ease of the two reaction steps as well as the purification
allowed for the synthesis of a wide library of monomers, in high
yields (around 90%). Different commercially available isocya-
nates were used, which resulted in the formation of monomers
bearing either hydrophobic moieties (compound 1-5 that
contain propyl, butyl, tert-butyl, hexyl and ethylhexyl groups),
aromatic groups (compound 6-9, containing benzyl, phenyl, p-
tolyl, 4-ethylphenyl groups), UV-active groups (compound 10-
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Scheme 2 Reaction scheme for the synthesis of a library of monomers, all derived from a.-hydroxy GABA. (i) Fmoc-Cl, Na,CO-= water/dioxane; (ii)
alcohol-isocyanate reaction with Zr(acac), as catalyst (for compound 1 to 15) or reaction with tert-butyldimethylsilyl chloride (TBDMS-CI) and

3,4-dihydropyran (DHP) to form protected compound 16 and 17.
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Fig. 4 (Top) structure of tetramer A2645 on the RASS and MALDI-ToF
evolution of the iterative growth; (bottom) structure of final oligoa-
mide A2645 obtained after cleavage and confirmed by the chro-
matogram obtained with LC (system peaks at lower retention time).

12, bearing 4-fluorophenyl, naphthyl and nitrophenyl groups),
or reactive allyl (13) and furfuryl (14) and thiolactone (15)
moieties, potentially interesting for the use of the derived oli-
goamides as cross-linkers or chain extenders.

Furthermore, protecting groups that can be deprotected
under orthogonal conditions (acidic or basic) have been intro-
duced (compounds 16 and 17). The complete synthesis proce-
dure and full characterization of this monomer library can be
found in the ESI (Schemes S2-S18 and Fig. S13-S297). Each
monomer was tested on the soluble support and their coupling
proved to be efficient.

To further demonstrate the robustness of the protocol,
a sequence-defined octamer was prepared with the here pre-
sented protocol, without further optimization. The aim was to
show the possibility to create longer structures with a variety of
monomers from the synthesized library (see Fig. S301). Longer
sequence-defined oligomers could also be synthesized if
needed, although optimization might be required.

© 2024 The Author(s). Published by the Royal Society of Chemistry
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Investigation of thermal properties

In order to prove the robustness of the chemical backbone,
a sequence-defined tetramer was synthesized using four of the
monomers depicted in Scheme 2 (i.e., monomers 2, 6,4 and 5 in
this arbitrary order). Tetramer A2645 is thus a sequence-defined
oligoamide containing a butyl (2), benzyl (6), hexyl (4) and ethyl
hexyl (5) side-chain. After the final synthetic step, the N-
terminated tetramer was cleaved from the support and the
free amine was end-capped with acetic acid to avoid any
unwanted side reaction. The iterative growth was followed via
MALDI-ToF and the structure of the final tetramer was
confirmed by LC (Fig. 4). For reasons of comparison of the
thermal resistance with another chemical backbone that was
previously synthesized via thiolactone chemistry, a tetramer
analogue T2645 (i.e., bearing similar side-chains) was prepared
on a functionalized RASS (see Fig. 5 for complete structure and
ESIt for the protocol
Fig. S317t).00%*

The synthesis of the thiolactone oligomer resulted in a lower
overall yield (65%, 8 synthetic steps and 8 workups) compared

synthesis and characterization

T2645 A2645
2 6 H\L 4 ‘VH 5 \2 \4
" i rAd r e YR vy
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Fig. 5 (Top) structure of the tetramers T2645, A2645, A2456 and

A2546 compared in this work; (bottom) TGA comparison of the two
tetramers at 10 °C min~! heating from 25 °C to 600 °C under air.
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steps.

to the oligoamide synthesis (77%, 9 synthetic steps and 5
workups), demonstrating again the advantage of the one-pot
two-step strategy of the oligoamide (not possible in the case
of the thiolactone protocol). TGA measurements, conducted for
both oligomers (Fig. 5), also showed that the thiolactone-based
tetramer has a significant lower thermal stability, with an onset
degradation around 140 °C versus 190 °C for the oligoamide
analogue.

The thiolactone degradation profile seems to happen in
a multiple-step process as a result of different chemical bonds
in the structure: thioether and ester degrade first, followed by
urethane and amide bonds. On the other hand, oligoamide-
urethane oligomers show a first drop at around 190 °C that
can be attributed to the urethane bond, whereas the second
drop is ascribed to the more stable amide bond in the
backbone.

Moreover, in order to further show the versatility of the
protocol and at the same time investigate potential sequence-
related thermal stability, two other oligoamide tetramers have
been synthesized with the same monomers but in a different
order, ie., A2456 and A2546 (see Fig. S32 and S337 for their
characterization). These two oligomers follow a similar degra-
dation pattern (see Fig. 5), but they show slight differences in
their onset degradation temperature, which suggests a correla-
tion between the positioning of the monomers in the sequence
and the thermal stability of the resulting oligomers. However,
a more detailed investigation are would be necessary to confirm
and explain this tendency since those structures contain similar
covalent bonds.

Bidirectional growth on uniform soluble support

As mentioned before, the one-pot two-step protocol for the
sequence-defined oligoamides is already a substantial
improvement in comparison to typical synthetic strategies for

2812 | Chem. Sci, 2024, 15, 2805-2816
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Fig. 7 (i) Complete structure of the three heptamers AcGG13L13G-
GAc, AcG13GLG13GAc and Ac13GGLGG13Ac synthesized on RASS. (ii)
Example of the MALDI-ToF evolution for the first heptamer.
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such oligoamides. Additionally, we decided to further adapt it
towards a bidirectional growth approach, which was used
herein to create symmetric and telechelic sequence-defined
oligoamides, introducing two reactive moieties in different
positions.

Such structures could be used as potential cross-linker for
further investigation in material applications. Additionally, this
strategy results in a faster growth of the macromolecule and
a higher overall yield can be obtained by halving the number of
workups to reach the same molecular weight. In fact, if
compared to the synthesis described in the previous paragraph,
the tetramer A2645 (Fig. 4) required 9 synthetic steps and 5
workups (overall yield of 77%), whereas with the bidirectional
growth protocol, a heptamer (Fig. 6) could be obtained with the
same number of synthetic steps and workups, with similar
overall yield (80%). When comparing longer sequence-defined
macromolecules, increased overall yields are even expected.

The scale at which the experiments were conducted has been
ranging from 1 g (oligomers on support) to 100 mg (cleaved

View Article Online

Chemical Science

oligomers), but the protocol could be upscaled to multigram
synthesis as already demonstrated.”® In order to perform the
bidirectional growth synthesis, a suitable bifunctional molecule
has to be introduced at the start of the synthesis. For that
reason, the natural amino acid lysine, which contains two
primary amino-groups, was selected and successfully intro-
duced as a first monomer, as evidenced via MALDI-ToF (Fig. 6
and S347). As a proof of concept, a sequence-defined heptamer
(GGGLGGG) was synthesized using only GABA during the
sequential growth (Fig. 6). To further show the versatility of this
approach, allylic moieties have been introduced in the tele-
chelic sequence-defined oligomers, respectively as a side-chain
or as an end-group functionality. For the introduction of the
allyl moiety as a side-chain, the allyl-GABA monomer (13,
Scheme 2) has been used. Three different acetic acid (Ac) end-
capped sequence-defined octamers were targeted with varying
positioning of 8 in the sequence, namely Ac13GGLGG13Ac,
AcG13GLG13GAc and AcGG13L13GGAc (structures given in
Fig. 7(i)). The evolution of the sequential growth was followed by
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Fig. 8 (A) PeGLGPe pentamer on RASS analyzed with MALDI-ToF and
(B) network formation with the tetrathiol (2 eq.), oligoamide PelLPe or
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cleaved product analyzed with LC-MS (system peaks in the background);
PeGLGPe (1 eq.), DMPA (0.1 eq.), 1 h, 365 cm ™! and vial inversion test.
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MALDI-ToF (Fig. 7(i)) for AcGG13L13GGAc and the cleavage
proved to be successful (Fig. S35-S377 for two other oligomers).
Those oligoamides possess urethane bonds that connect the
allyl moiety to the side-chain.

As an even more stable backbone might be desirable for
material applications, an alternative approach has also been
investigated. For this, 4-pentenoic acid (Pe) is used to end-cap
the macromolecule after cleavage, which introduces the reac-
tive double bonds at the chain ends (Fig. 8). In order to inves-
tigate this approach, a trimer (PeLPe) and pentamer (PeGLGPe)
have been synthesized (see Fig. 8 and S38, S397). After obtaining
these two diallyl terminated oligoamides, the possibility to
cross-link them using a radical thiol-ene reaction was tested.
For this, both molecules were reacted separately with a stoi-
chiometric amount of a commercially available tetrathiol,
pentaerythritol tetrakis(2-mercaptoacetate), as cross-linker
under photoirradiation. Since both telechelic oligoamides are
solids, they were first dissolved in methanol, followed by the
addition of the tetrathiol and DMPA, prior to irradiation. After
1 h of curing, gel formation could be observed in both cases,
indicating network formation. The curing of the material was
further verified via FT-IR (Fig. S40 and S41%), showing the
disappearance of the weak S-H stretch present in the tetrathiol.
Moreover, the C=C stretching peak of the allyl group of the
oligomers at 1660 cm™ " decreased significantly in the resulting
network. TGA-analysis, conducted on both the cross-linker
PeLPe and its derived network, showed a significant increase
of the onset degradation temperature for the networks (from
135 to 250 °C; Fig. S42%). This effect is ascribed to the end-
capping of the terminal amines, which inhibits the previously
described process of depolymerization. A similar result has
been also obtained with the crosslinker PeGLGPe (Fig. S437).
Thermal properties of the two resulting networks were also
investigated via differential scanning calorimetry. As expected
from the increased flexibility, the network based on the longer
oligoamide PeGLGPe exhibits a lower glass transition temper-
ature (Ty) with a Tg-value of 10 °C compared to the one with the
short PeLPe (T, = 21 °C) (Fig. S447). As a result of this proof-of-
concept material study, we envision that this oligoamide plat-
form will offer a straightforward and universal solution for the
synthesis of a whole range of sequence-defined molecules to be
implemented in polymer networks for exploring in-depth
structure-property relations in upcoming studies. In fact, the
protocol offers the possibility to introduce different unnatural
amino acids in a scalable way, varying the length of the back-
bone, spacing between amide bonds or adding rigidity in the
structure. In this context, it should also be emphasized that the
radical thiol-ene reaction only represents a primary example of
different chemistries that could be used for network formation,
since the versatility of both monomers and protocol allows for
the introduction of a plethora of different reactive groups.

Conclusions

A uniform soluble support has been used for the synthesis of
sequence-defined oligoamides by means of Fmoc-chemistry, an
approach that is commonly performed on a solid support. This

2814 | Chem. Sci., 2024, 15, 2805-2816
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method offered several advantages, including faster coupling
kinetics and the ability to perform coupling and deprotection in
a two-step, one-pot protocol. Moreover, the obtained amide
backbone was shown to be more thermally stable than a similar
amide backbone obtained via a thiolactone-based protocol,
thus showing its potential for use in bulk material science.
Additionally, the applied protocol allowed the choice of the
building blocks constituting the backbone, giving the possi-
bility to tune the ring-closing depolymerization into 5-
membered cyclic structures for eventual recycling of 2-pyrroli-
dinone. A library of monomers could be synthesized starting
from readily available building blocks, showing the possibility
to introduce varying functionalities in the side-chains according
to the desired properties and application. The lysine attached
soluble support also allowed for a bidirectional growth of the
sequence, which halved the reaction steps and provided
a symmetrical synthesis approach for telechelic sequence-
defined oligoamides. Different telechelic discrete structures
(trimers, pentamers and heptamers) have been synthesized to
show the possibility to vary the backbone and the positioning of
a reactive allylic moiety, and to demonstrate the cross-linking
ability of two oligomers via a UV-initiated thiol-ene process.

Data availability

The authors declare that all supporting data are available in the
ESIt and from the corresponding author upon request.

Author contributions

This manuscript has been prepared through the contribution of
all authors.

Conflicts of interest

There is no conflict to declare.

Acknowledgements

This project received funding from the European Research
Council (ERC) under the European Union's Horizon 2020
Research and Innovation Programme 101021081 (ERC-AdG-
2020, CiMaC-project). The authors would like to thank Dr
Matthieu Soete, Frederick Pashley-Johnson and Dr Cody Gale
for the fruitful discussions, as well as Jan Goeman and Bern-
hard De Meyer for technical support. The NMR expertise centre
(Ghent University) is also acknowledged for providing support
and access to NMR infrastructure funded by a Research Foun-
dation Flanders (FWO FWO 1006920N) and the Bijzonder
Onderzoeksfonds (BOF.BAS. 2022.0023.01).

Notes and references

1 J.-F. Lutz, J.-M. Lehn, E. W. Meijer and K. Matyjaszewski,
From precision polymers to complex materials and
systems, Nat. Rev. Mater., 2016, 1(5), 16024.

© 2024 The Author(s). Published by the Royal Society of Chemistry


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d3sc04820a

Open Access Article. Published on 15 January 2024. Downloaded on 1/17/2026 6:56:51 PM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Edge Article

2 J-F. Lutz, Defining the Field of Sequence-Controlled
Polymers, Macromol. Rapid Commun., 2017, 38(24), 1700582.

3 P. Nanjan and M. Porel, Sequence-defined non-natural
polymers: synthesis and applications, Polym. Chem., 2019,
10(40), 5406-5424.

4 R. Szweda, Sequence- and stereo-defined macromolecules:
properties and emerging functionalities, Prog. Polym. Sci.,
2023, 101737.

5 W. Forysiak, S. Kozub, L. John and R. Szweda, Discrete
oligourethanes of sequence-regulated properties - impact
of stereocontrol, Polym. Chem., 2022, 13(20), 2980-2987.

6 K. R. Strom and J. W. Szostak, Solid-Phase Synthesis of
Sequence-Defined Informational Oligomers, J. Org. Chem.,
2020, 85(21), 13929-13938.

7 L. Hartmann, E. Krause, M. Antonietti and H. G. Borner,
Solid-Phase Supported Polymer Synthesis of Sequence-
Defined, Multifunctional Poly(amidoamines),
Biomacromolecules, 2006, 7(4), 1239-1244.

8 S. Martens, J. Van den Begin, A. Madder, F. E. Du Prez and
P. Espeel, Automated Synthesis of Monodisperse
Oligomers, Featuring Sequence Control and Tailored
Functionalization, J. Am. Chem. Soc., 2016, 138(43), 14182-
14185.

9 M. A. Reith, I. De Franceschi, M. Soete, N. Badi, R. Aksakal
and F. E. Du Prez, Sequence-Defined Mikto-Arm Star-
Shaped Macromolecules, J. Am. Chem. Soc., 2022, 144(16),
7236-7244.

10 S. A. Hill, C. Gerke and L. Hartmann, Recent Developments
in Solid-Phase Strategies towards Synthetic, Sequence-
Defined Macromolecules, Chem.-Asian J., 2018, 13(23),
3611-3622.

11 S. C. Solleder, D. Zengel, K. S. Wetzel and M. A. R. Meier, A
Scalable and High-Yield Strategy for the Synthesis of
Sequence-Defined Macromolecules, Angew. Chem., Int. Ed.,
2016, 55(3), 1204-1207.

12 W. Konrad, C. Fengler, S. Putwa and C. Barner-Kowollik,
Protection-Group-Free Synthesis of Sequence-Defined
Macromolecules via Precision A-Orthogonal
Photochemistry, Angew. Chem., Int. Ed., 2019, 58(21), 7133-
7137.

13 B. A. G. Lamers, B. F. M. de Waal and E. W. Meijer, The
iterative synthesis of discrete dimethylsiloxane oligomers:
a practical guide, J. Polym. Sci., 2021, 59(12), 1142-1150.

14 B. Merrifield, Solid Phase Synthesis, Science, 1986,
232(4748), 341-347.

15 T. Gruendling, K. K. Oehlenschlaeger, E. Frick, M. Glassner,
C. Schmid and C. Barner-Kowollik, Rapid UV Light-
Triggered Macromolecular Click Conjugations via the Use
of o-Quinodimethanes, Macromol. Rapid Commun., 2011,
32(11), 807-812.

16 W. Konrad, F. R. Bloesser, K. S. Wetzel, A. C. Boukis,
M. A. R. Meier and C. Barner-Kowollik, A Combined
Photochemical and Multicomponent Reaction Approach to
Precision Oligomers, Chem.-Eur. J., 2018, 24(14), 3413-3419.

17 L. Oswald, A. Al Ouahabi, C. Laure, J.-A. Amalian, L. Charles
and J.-F. Lutz, Universal Soluble Polymer Supports with
Precisely Controlled Loading Capacity for Sequence-

© 2024 The Author(s). Published by the Royal Society of Chemistry

18

19

20

21

22

23

24

25

26

27

28

29

30

31

32

33

View Article Online

Chemical Science

Defined Oligomer Synthesis, J. Polym. Sci., Part A: Polym.
Chem., 2019, 57(3), 403-410.

P. H. Toy and K. D. Janda, Soluble Polymer-Supported
Organic Synthesis, Acc. Chem. Res., 2000, 33(8), 546-554.
M. Porel and C. A. Alabi, Sequence-Defined Polymers via
Orthogonal Allyl Acrylamide Building Blocks, J. Am. Chem.
Soc., 2014, 136(38), 13162-13165.

M. Porel, D. N. Thornlow, N. N. Phan and C. A. Alabi,
Sequence-defined bioactive macrocycles via an acid-
catalysed cascade reaction, Nat. Chem., 2016, 8(6), 590-596.
B. van Genabeek, B. F. M. de Waal, B. Ligt, A. R. A. Palmans
and E. W. Meijer, Dispersity under Scrutiny: Phase Behavior
Differences between Disperse and Discrete Low Molecular
Weight Block Co-Oligomers, ACS Macro Lett., 2017, 6(7),
674-678.

K. Takizawa, C. Tang and C. ]J. Hawker, Molecularly Defined
Caprolactone Oligomers and Polymers: Synthesis and
Characterization, J. Am. Chem. Soc., 2008, 130(5), 1718-1726.
P. Cwynar, P. Pasikowski and R. Szweda, One-pot approach
for multi-step, iterative synthesis of sequence-defined
oligocarbamates, Eur. Polym. J., 2023, 182, 111706.

D. Takahashi, T. Inomata and T. Fukui, AJIPHASE®: A
Highly Efficient Synthetic Method for One-Pot Peptide
Elongation in the Solution Phase by an Fmoc Strategy,
Angew. Chem., Int. Ed., 2017, 56(27), 7803-7807.

1. De Franceschi, C. Mertens, N. Badi and F. Du Prez,
Uniform soluble support for the large-scale synthesis of
sequence-defined macromolecules, Polym. Chem., 2022,
13(39), 5616-5624.

Q. Shi, Z. Deng, M. Hou, X. Hu and S. Liu, Engineering
precise sequence-defined polymers for advanced functions,
Prog. Polym. Sci., 2023, 141, 101677.

D. Ponader, F. Wojcik, F. Beceren-Braun, J. Dernedde and
L. Hartmann, Sequence-Defined Glycopolymer Segments
Presenting Mannose: Synthesis and Lectin Binding Affinity,
Biomacromolecules, 2012, 13(6), 1845-1852.

L. Hartmann, Polymers for Control Freaks: Sequence-
Defined Poly(amidoamine)s and Their Biomedical
Applications, Macromol. Chem. Phys., 2011, 212(1), 8-13.

C. Gerke, F. Jacobi, L. E. Goodwin, F. Pieper, S. Schmidt and
L. Hartmann, Sequence-Controlled High Molecular Weight
Glyco(oligoamide)-PEG Multiblock Copolymers as Ligands
and Inhibitors in Lectin Binding, Macromolecules, 2018,
51(15), 5608-5619.

J. Sun, A. A. Teran, X. Liao, N. P. Balsara and
R. N. Zuckermann, Crystallization in Sequence-Defined
Peptoid Diblock Copolymers Induced by Microphase
Separation, J. Am. Chem. Soc., 2014, 136(5), 2070-2077.

S. Wang, Y. Tao, J. Wang, Y. Tao and X. Wang, A versatile
strategy for the synthesis of sequence-defined peptoids
with side-chain and backbone diversity via amino acid
building blocks, Chem. Sci., 2019, 10(5), 1531-1538.

R. N. Zuckermann, Peptoid origins, Biopolymers, 2011, 96(5),
545-555.

M. L. Slgczkowski, I. Segers, Y. Liu and A. R. A. Palmans,
Sequence-defined l-glutamamide oligomers with pendant

supramolecular motifs via iterative synthesis and

Chem. Sci., 2024, 15, 2805-2816 | 2815


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d3sc04820a

Open Access Article. Published on 15 January 2024. Downloaded on 1/17/2026 6:56:51 PM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Chemical Science

orthogonal post-functionalization, Polym. Chem., 2020,
11(46), 7393-7401.

34 D. Schaffert, C. Troiber, E. E. Salcher, T. Frohlich, I. Martin,
N. Badgujar, C. Dohmen, D. Edinger, R. Kldger, G. Maiwald,
K. Farkasova, S. Seeber, K. Jahn-Hofmann, P. Hadwiger and
E. Wagner, Solid-Phase Synthesis of Sequence-Defined T-, i-,
and U-Shape Polymers for pDNA and siRNA Delivery, Angew.
Chem., Int. Ed., 2011, 50(38), 8986-8989.

35 C. Cabrele, T. A. Martinek, O. Reiser and L. Berlicki, Peptides
Containing B-Amino Acid Patterns: Challenges and
Successes in Medicinal Chemistry, /. Med. Chem., 2014,
57(23), 9718-9739.

36 D. Seebach, A. K. Beck and D. J. Bierbaum, The World of B-
and y-Peptides Comprised of Homologated Proteinogenic
Amino Acids and Other Components, Chem. Biodiversity,
2004, 1(8), 1111-1239.

37 C. Bonnel, B. Legrand, M. Simon, M. Clavié, A. Masnou,
E. Jumas-Bilak, Y. K. Kang, P. Licznar-Fajardo,
L. T. Maillard and N. Masurier, Tailoring the
Physicochemical Properties of Antimicrobial Peptides onto
a Thiazole-Based y-Peptide Foldamer, J. Med. Chem., 2020,
63(17), 9168-9180.

38 F. Bouillére, S. Thétiot-Laurent, C. Kouklovsky and V. Alezra,
Foldamers containing y-amino acid residues or their
analogues: structural features and applications, Amino
Acids, 2011, 41(3), 687-707.

39 J. R. Allison, M. Miiller and W. F. van Gunsteren, A
comparison of the different helices adopted by a- and B-
peptides suggests different reasons for their stability,
Protein Sci., 2010, 19(11), 2186-2195.

40 N. C. kim, T. Kamal, S.-y. Park, C.-G. Cho, J.-H. Kim,
Y.-T. Yoo, S. W. Nam, B. S. Jeon and Y. J. Kim, Preparation,
chemical, and thermal characterization of nylon 4/6
copolymers by anionic ring opening polymerization of 2-
Pyrrolidone and e-Caprolactam, Fibers Polym., 2014, 15(5),
899-907.

41 C. Barnes, Nylon 4-development and commercialization,
Lenzinger Berichte, 1987, 62, 62-66.

42 C. Yi, J. Zhao, Z. Zhang and ]. Zhang, Cross-Linked
Polyamides Synthesized through a Michael Addition
Reaction Coupled with Bulk Polycondensation, Ind. Eng.
Chem. Res., 2017, 56(46), 13743-13750.

43 M. Soete, J. Van Hoorde and F. Du Prez, Discrete, self-
immolative N-substituted oligourethanes and their use as
molecular tags, Polym. Chem., 2022, 13(28), 4178-4185.

44 S. Bhardwaj, D. K. Gopalakrishnan, D. Garg and J. Vaitla,
Bidirectional Iterative Approach to Sequence-Defined
Unsaturated Oligoesters, JACS Au, 2023, 3(1), 252-260.

45 S. Huang and J. M. Tour, Rapid bi-directional synthesis of
oligo (1, 4-phenylene ethynylene)s, Tetrahedron Lett., 1999,
40(17), 3447-3450.

46 Z. Li, X. Ren, P. Sun, H. Ding, S. Li, Y. Zhao and K. Zhang,
Protecting-Group-Free  Iterative  Exponential =~ Growth
Method for Synthesizing Sequence-Defined Polymers, ACS
Macro Lett., 2021, 10(2), 223-230.

2816 | Chem. Sci, 2024, 15, 2805-2816

View Article Online

Edge Article

47 F. A. Leibfarth, J. A. Johnson and T. F. Jamison, Scalable
synthesis of sequence-defined, unimolecular
macromolecules by Flow-IEG, Proc. Natl. Acad. Sci. U.S.A.,
2015, 112(34), 10617-10622.

48 S. Binauld, D. Damiron, L. A. Connal, C. ]J. Hawker and
E. Drockenmuller, Precise Synthesis of Molecularly Defined
Oligomers and Polymers by Orthogonal Iterative Divergent/
Convergent Approaches, Macromol. Rapid Commun., 2011,
32(2), 147-168.

49 M. I. Amrane, D. Chouikhi, N. Badi and ]J.-F. Lutz, Synthesis
of Well-Defined Polystyrene Rink Amide Soluble Supports
and Their Use in Peptide Synthesis, Macromol. Chem. Phys.,
2014, 215(20), 1984-1990.

50 G. W. Coates and Y. D. Y. L. Getzler, Chemical recycling to
monomer for an ideal, circular polymer economy, Nat. Rev.
Mater., 2020, 5(7), 501-516.

51 U. Cesarek, D. Pahovnik and E. Zagar, Chemical Recycling of
Aliphatic Polyamides by Microwave-Assisted Hydrolysis for
Efficient Monomer Recovery, ACS Sustain. Chem. Eng.,
2020, 8(43), 16274-16282.

52 C. Alberti, R. Figueira, M. Hofmann, S. Koschke and
S. Enthaler, Chemical Recycling of End-of-Life Polyamide 6
via Ring Closing Depolymerization, ChemistrySelect, 2019,
4(43), 12638-12642.

53 H. Bockhorn, A. Hornung, U. Hornung and J. Weichmann,
Kinetic study on the non-catalysed and catalysed
degradation of polyamide 6 with isothermal and dynamic
methods, Thermochim. Acta, 1999, 337(1-2), 97-110.

54 J. Chen, Z. Li, L. Jin, P. Ni, G. Liu, H. He, J. Zhang, J. Dong
and R. Ruan, Catalytic hydrothermal depolymerization of
nylon 6, J. Mater. Cycles Waste Manage., 2010, 12, 321-325.

55 C. Galli and L. Mandolini, The Role of Ring Strain on the
Ease of Ring Closure of Bifunctional Chain Molecules, Eur.
J. Org Chem., 2000, 2000, 3117-3125.

56 K. Tachibana, K. Hashimoto, N. Tansho and H. Okawa,
Chemical modification of chain end in nylon 4 and
improvement of its thermal stability, J. Polym. Sci., Part A:
Polym. Chem., 2011, 49(11), 2495-2503.

57 R. M. Cywar, N. A. Rorrer, H. B. Mayes, A. K. Maurya,
C. J. Tassone, G. T. Beckham and E. Y. X. Chen,
Redesigned Hybrid Nylons with Optical Clarity and
Chemical Recyclability, . Am. Chem. Soc., 2022, 144(12),
5366-5376.

58 T. Miyazawa, E. Akita and T. Ito, Synthesis of (S)-Isoserine,
Agric. Biol. Chem., 1976, 40(8), 1651-1652.

59 W. J. Blank, Z. A. He and E. T. Hessell, Catalysis of the
isocyanate-hydroxyl reaction by non-tin catalysts, Prog. Org.
Coat., 1999, 35(1), 19-29.

60 J. O. Holloway, C. Mertens, F. E. Du Prez and N. Badi,
Automated Synthesis Protocol of Sequence-Defined Oligo-
Urethane-Amides Using Thiolactone Chemistry, Macromol.
Rapid Commun., 2019, 40(1), 1800685.

61 C. Mertens, M. Soete, M. L. Slgczkowski, A. R. A. Palmans,
E. W. Meijer, N. Badi and F. E. Du Prez, Stereocontrolled,
multi-functional sequence-defined oligomers through
automated synthesis, Polym. Chem., 2020, 11(26), 4271-4280.

© 2024 The Author(s). Published by the Royal Society of Chemistry


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d3sc04820a

	Telechelic sequence-defined oligoamides: their step-economical synthesis, depolymerization and use in polymer networksElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3sc04820a
	Telechelic sequence-defined oligoamides: their step-economical synthesis, depolymerization and use in polymer networksElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3sc04820a
	Telechelic sequence-defined oligoamides: their step-economical synthesis, depolymerization and use in polymer networksElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3sc04820a
	Telechelic sequence-defined oligoamides: their step-economical synthesis, depolymerization and use in polymer networksElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3sc04820a
	Telechelic sequence-defined oligoamides: their step-economical synthesis, depolymerization and use in polymer networksElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3sc04820a
	Telechelic sequence-defined oligoamides: their step-economical synthesis, depolymerization and use in polymer networksElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3sc04820a
	Telechelic sequence-defined oligoamides: their step-economical synthesis, depolymerization and use in polymer networksElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3sc04820a
	Telechelic sequence-defined oligoamides: their step-economical synthesis, depolymerization and use in polymer networksElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3sc04820a
	Telechelic sequence-defined oligoamides: their step-economical synthesis, depolymerization and use in polymer networksElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3sc04820a

	Telechelic sequence-defined oligoamides: their step-economical synthesis, depolymerization and use in polymer networksElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3sc04820a
	Telechelic sequence-defined oligoamides: their step-economical synthesis, depolymerization and use in polymer networksElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3sc04820a
	Telechelic sequence-defined oligoamides: their step-economical synthesis, depolymerization and use in polymer networksElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3sc04820a
	Telechelic sequence-defined oligoamides: their step-economical synthesis, depolymerization and use in polymer networksElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3sc04820a
	Telechelic sequence-defined oligoamides: their step-economical synthesis, depolymerization and use in polymer networksElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3sc04820a


